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Sir: 



PRELIMINARY AMENDMENT 

Prior to the examination of the above application, please amend this application 



as follows: 



IN THE CLAIMS: 



1. (Amended) A compound of the formula I, 



R„ — Q— X Q'^ 




(1) 



wherein 



Ro is 1 . 



F 1 N N EGAN 
HENDERSON 
FARABOW 
GARRETT& 
DUNNER LLP 

1300 I Street, NW 
Washington, DC 20005 
202.408.4000 
Fax 202.408.4400 
www.finnegan.conn 



2. 



R^is 



1. 
2. 
3. 
4. 
5. 
6. 



phenyl, wherein phenyl is unsubstituted or mono-, di- or 
trisubstituted independently of one another by or 
a mono- or bioyclic 5- to 1 0-nnembered heteroaryl containing one or 
two nitrogen atoms as ring heteroatoms, wherein heteroaryl is 
unsubstituted or mono-, di- or trisubstituted independently of one 
another by R^ , 
-NO2, 
halogen, 
-CN, 
-OH, 
-NH2, 

(Ci-C8)-alkyloxy-, wherein alkyloxy is unsubstituted or mono-, di- or 
trisubstituted independently of one another by halogen, amino 
group, hydroxy group or methoxy group, or 
7. -(Ci-C8)-alkyl, wherein alkyi is unsubstituted or mono-, di- or 
trisubstituted independently of one another by halogen, amino 
group, hydroxy group or methoxy group, 
Q and Q' are independently of one another identical or different and are 

a direct bond, -O- , -S- , -NR^°-, -C(0)NR'°-, -NR'°C(0)-, -S(0)-, -SO2-, 
-NR^°-S02-, -S02-NR^°- [Oder] or -C(0)-; 
R^° is hydrogen atom or (Ci-C4)-alkyl-, 
X is 1 . a direct bond, 

(Ci-CeValkylene, wherein alkylene is unsubstituted or mono-, di- or 
trisubstituted independently of one another by halogen, amino group 
or a hydroxy group, 

(C3-C6)-cycloalkylene, wherein cydoalkylene is unsubstituted or mono- 
, di- or trisubstituted independently of one another by halogen, amino group or a 
hydroxy group, 

provided that at least one of Q, X and Q' is not a direct bond, 
the substructure of formula III 



2. 



3. 
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(III) 



is 1. a mono- or bicyclic 5- to 10-membered carbocyclic aryl group, wherein said 
5- to 10-membered carbocyclic aryl group is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R\ 

2. phenyl, wherein phenyl is unsubstituted or mono-, di- or trisubstituted 
independently of one another by R\ 

3. a mono- or bicyclic 5-to 10-membered heterocyclic group (Het), containing 
one or more heteroatoms as ring heteroatoms, such as nitrogen, sulfur or 
oxygen, wherein said Het group is unsubstituted or mono-, di- or 
trisubstituted independently of one another by , or 

4. pyridyl, wherein pyridyl is unsubstituted or mono-, di- or trisubstituted 
independently of one another by R\ 

wherein D is carbon, oxygen, sulfur or nitrogen, 
rMs 1. halogen, 

2. -NO2, 

3. -CN, 

4. R''''R^^N-, wherein R'^'^R''^ independently of one another are hydrogen 
atom, (CrC4)-alkyl- or (CrC6)-acyl-, 

5. (CrCsl-alkylamino-, wherein alkyi is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R^^, 

6. -OH, 

7. -SO2-NH2, 

8. (CrC8)-alkyloxy-, wherein alkyI is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R^^, 

9. (C6-Ci4)-aryl, wherein aryl is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R''^, 

10. (d-CsValkyl-, wherein alkyI is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R''^, 
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1 1 . hydroxycarbonyl-(Ci-C8)-alkylureido-, wherein alkyi is unsubstituted or 
mono-, di- or trisubstituted independently of one anotfier by R^^, 

1 2. (Ci-C8)-alkyloxycarbonyl-(CrC8)-alkylureido-, wherein aikyi is 
unsubstituted or mono-, di- or trisubstituted independently of one 
another by 

1 3. (Ci-C8)-alkylsulfonyl-, wherein alkyI is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R^^, or 

14. -C(0)-NR^'*R^^, wherein R^V^ Independently of one another are 
hydrogen atom or (Ci-C4)-alkyi-, or 

two R^ residues bonded to adjacent ring carbon atoms together with the carbon 
atoms to which they are bonded form an aromatic ring condensed to the ring 
depicted in formula I, where the ring formed by the two residues Is unsubstituted 
or mono-, di- or trisubstituted independently of one another by R^^, 
R^^ and R^^ together with the nitrogen atom to which they are bonded form a | 
saturated or unsaturated 5- to 6-membered monocyclic heterocyclic ring which in 
addition to the nitrogen atom canying R^^ and R^^ can contain one or two identical or 
different ring heteroatoms chosen from oxygen, sulfur and nitrogen, and in which one 
or two of the ring carbon atoms can be substituted by oxo to form 
-C(0)- residue{s), 
R^^is 1. halogen, 

2. -NO2, 

3. -CN, 

4. -OH, 

5. (Ci-C8)-alkyl-, 

6. (Ci-C8)-alkyloxy-, 

7. -CFaor 

8. -NH2, 

V is a residue of the formulae lla, lib, lie, lid, lie or llf, 



ii 

Hi 



m 




M 



M 



lla 



lib 



lie 
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lie 



wherein 

L is is a direct bond or {d-CaValkylene, wherein alkylene is unsubstltuted or 

mono-, di- or trisubstituted Independently of one another by A, 
A is 1 . hydrogen atom, 

2. -C(0)-OH, 

3. -C(0)-0-(Ci-C4)-alkyl, wherein alkyi is unsubstituted or mono-, di- or 
tri- substituted independently of one another by -OH, -NHa or 
-(Ci-C4)-alkoxy, 

4. -C(0)-NR^R^ 

5. (Ci-C4)-alkyl-, wherein alkyI is unsubstituted or mono-, di- or 
trisubstituted independently of one another by -OH, -NH2 or 
-(Ci-C4)-alkoxy, 

6. -SO2-NH2 or 

7. -SO2-CH3, 

U is -NH2, (Ci-C4)-alkyl-,-NH-C(0)-0-(Ci-C4)-alkyl or 

-NH-C(0)-0-(Ci-C4)-alkyl-aryl, 
M is hydrogen atom, (CrC3)-alkyl- or -OH, 

R'* and R^ are independently of one another identical or different and are 
1 . hydrogen atom. 
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2. (Ci-Ci2)-alkyl-, wherein alkyi is unsubstituted or mono-, di- or trisubstituted 
independently of one another by R^^ as defined above, 

3. (C6-Ci4)-aryl-(Ci-C4)-alkyl-, wherein alkyI and aryl are unsubstituted or 
mono-, di- or trisubstituted independently of one another by R^^ as defined 
above, 

4. (C6-Ci4)-aryl-, wherein aryl is unsubstituted or mono-, di- or trisubstituted 
independently of one another by R"*^ as defined above, 

5. Het-, wherein Het- is unsubstituted or mono-, di- or trisubstituted 
independently of one another by R^^ as defined above, or 

6. Het-(Ci-C4)-alkyl-, wherein alkyI and Het- are unsubstituted or mono-, di- 
or trisubstituted independently of one another by R^^ as defined above, or 

R"^ and R^ together with the nitrogen atom to which they are bonded form a 

saturated 3- to 8-membered monocyclic heterocyclic ring which in addition 
to the nitrogen atom carrying R^ and R^ can contain one or two identical or 
different ring heteroatoms chosen from oxygen, sulfur and nitrogen; 

in all its stereoisomeric fornis and mixtures thereof in any ratio, and its 

physiologically tolerable salts. 



(Amended) A compound of formula I as claimed in claim 1 , wherein 
Ro is phenyl, wherein phenyl is unsubstituted or mono-, di- or trisubstituted 
independently of one another by R^, or 

pyridyl, wherein pyridyl is unsubstituted or mono-, di- or trisubstituted 
independently of one another by R^, 
R^is 1. -NO2, 

2. halogen, 

3. -CN, 

4. -OH, 

5. -NH2, 

6. (Ci-C4)-alkyloxy-, wherein alkyloxy is unsubstituted or mono-, di- or 
trisubstituted independently of one another by halogen, amino group, 
hydroxy group or methoxy group, or 



7. -(CrC4)-alkyl, wherein alkyi is unsubstituted or mono-, di- or 

trisubstituted independently of one another by halogen, amino group, 
hydroxy group or methoxy group, 
Q, Q" , X, R\ R^^ and R^^ are as defined in claim 1 , 
the substructure of fomiula III is 

1 . phenyl, wherein phenyl is unsubstituted or mono-, di- or trisubstituted 
independently of one another by R\ or 

2, pyrldyl, wherein pyridyl is unsubstituted or mono-, di- or trisubstituted 
independently of one another by R\ 



wherein D is carbon or nitrogen, 



R^^is 1. 


halogen, 


2. 


-NO2, 


3. 


-CN, 


4. 


-OH, 


5. 


(Ci-C4)-alkyl-, 


6. 


(Ci-C4)-alkyloxy-, 


7. 


-CFaor 


8. 


-NH2, 



R10 is hydrogen atom or methyl, 

V is a fragment of the formula lla, lib, lie, lid, lie or llf as defined above, wherein 
L, U, M, R"^ and R^ are as defined in claim 1, and 
A is 1 . hydrogen atom, 

2. -C(0)-OH, 

3. -C(0)-0-(CrC4)-alkyl, wherein alky! is unsubstituted or mono-, di- or 
tri- substituted independently of one another by -OH, -NH2 or 
-(Ci-C4)-alkoxy, 

4. -C(0)-NR'^R^ or 

5. (CrC4)-alkyl-, wherein alkyI is unsubstituted or mono-, di- or 
trisubstituted independently of one another by -OH, -NH2 or 
-(CrC4)-alkoxy. 

(Amended) A compound of the formula I as claimed in claim 1 , wherein 



is phenyl, wherein phenyl is mono-, di- or trisubstituted independently of one 
another by R^, or 

pyridyl, wherein pyridyl is mono-, di- or trisubstituted independently of one 
another by R^, 
R^is 1. -NH2, 

2. halogen, 

3. -CN, 

4. -OH, 

5. (CrC4)-alkyloxy-, wherein alkyloxy is unsubstituted or substituted by 
an amino group, or 

6. -(CrC4)-alkyl, wherein alkyi is unsubstituted or substituted by an amino 
group, 

Q and Q' are independently of one another identical or different and are 

a direct bond, -0-, -C(0)NR^°-, -NR^°C(0)-; -NR^^-SOg-; or -S02-NR^°-; 

X is 1 . a direct bond or 

2. (Ci-C4)-alkylene, wherein alkylene is unsubstituted or mono-, di- or tri- 
substituted independently of one another by halogen, amino group or a 
hydroxy group, 

the substructure of formula III is 

phenyl or pyridyl, wherein phenyl and pyridyl are unsubstituted or mono-, 
di- or trisubstituted independently of one another by R\ and 

D is carbon or nitrogen, 

R^ is 1 . halogen, 

2. -NO2, 

3. -CN, 

4. -NH2, 

5. (CrC4)-alkylamino-, wherein alkyI is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R''^, 

6. -OH, 

7. -SO2-NH2, 

8. (Ci-C4)-alkyloxy-, wherein alky! is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R^^, 
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10. 

11. 

12. 

13. 
14. 
V'is 1. 
2. 
3. 
4. 
5. 
6. 
7. 
8. 



(C6-Ci4)-aryl, wherein aryl is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R^^, 
(Ci-C4)-all<yl-, wherein alkyi is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R^^, 
(CrC4)-alkylsulfonyl-, wherein alkyi is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R^^, 
-CCO^NR^'^R^^, wherein R^'^R^^ Independently of one another are 
hydrogen atom or (Ci-C4)-alkyl-, 
R^^R^^N-, wherein R^^ and R^^ are as defined above, or 
-NR^R^ , 



halogen, 
-NO2, 
-CN, 
-OH, 

(CrC4)-alkyl-, 
(CrC4)-alkyloxy-, 
-CFaor 

-NH2, 

R10 is hydrogen atom or methyl, 

V is a fragment of the formula lla, lib, lie, lid, lie or llf as defined above, wherein 
L is a direct bond or (Ci-C3)-alkylen-, 

A is hydrogen atom, -C(0)-OH, -C(0)-0-(CrC4)-alkyl, -C(0)-NR'^R^ or 
(CrC4)-alkyl-, 

U is -NH2, methyl, -NH-C(0)-0-(Ci-C4)-alkyl or -NH-C(0)-0-(CH2)-phenyl, 
M is hydrogen atom, (Ci-C3)-alkyl- or -OH, and 

R* and R^ are independently of one another hydrogen atom or (Ci-C4)-alkyl-. 



(Amended) A compound of formula I as claimed in claim 1, wherein 

Rois phenyl or pyridyi, wherein phenyl and pyridyl independently from one another 

are mono-, di- or trisubstituted independently of one another by R^, 
R^ is 1 . halogen, 

2. -ON, 
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3. (Ci-C4)-alkyloxy-, wherein alkyloxy is unsubstituted or substituted by 
halogen or an amino group, or 

4. -(CrC4)-alkyi, wherein alky! is unsubstituted or substituted by an annino 
group or halogen, 

Q and Q' are independently of one another identical or different and are 

a direct bond, -0-, -C(0)NR'°-, -NR'°C(0)-; -NR'°-S02-; or-SOrNR'°-; 

X is -(Ci-C3)-alkylen-, wherein alkylen is unsubstituted or mono-, di- or 

trisubstituted independently of one another by halogen, amino group or 
hydroxy group, 

the substructure of fonnula IN is 

phenyl, wherein phenyl is unsubstituted or mono-, di- or trisubstituted 
Independently of one another by R^ , and 
D is carbon 

R^ is 1 . halogen, 

2. -NO2, 

3. -CN, 

4. -NH2, 

5. (Ci-C4)-alkylamino-, wherein alkyi is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R^^, 

6. -OH, 

7. -SO2-NH2, 

8. (Ci-C4)-alkyloxy-, wherein alkyI is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R^^, 

9. (C6-Ci4)-aryl, wherein aryl is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R^^, 

10. (Ci-C4)-alkyl-, wherein alkyI is unsubstituted or mono-, dl- or 
trisubstituted independently of one another by R^^, 

1 1 . (Ci-C4)-alkylsulfonyl-, wherein alky! is unsubstituted or mono-, di- or 
trisubstituted Independently of one another by R^^, 

12. -C(0)-NR^'*R^^ wherein R^'^R^^ independently of one another are 
hydrogen atom or (Ci-C4)-alkyl-, 

13. R^^R^^N-, wherein R" and R^^ are as defined above, or 

14. -NR^R^ , 
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R^^is 1. halogen, 

2. -CF3, 

3. -NH2, 

4. -OH, 

5. (Ci-C4)-alkyl- or 

6. (Ci-C4)-alkyloxy-, 
R10 is hydrogen atom, and 

V is a fragment of the formula lla, lib, No or lid as defined above, wherein 
L is a direct bond or (Ci-C2)-alkylen-, 

A is hydrogen atom, -C(0)-OH, -C(0)-0-(CrC4)-alkyl, -C(0)-NR^R^ or 
(Ci-C4)-alkyl, 

U is -NH2, methyl, -NH-C(0)-0-(Ci-C4)-alkyl or -NH-C(0)-0-{CH2)-phenyl, 

M is hydrogen atom or (Ci-C3)-alkyl-, and 

R'' and R^ are independently of one another hydrogen atom or methyl. 



(Amended) A compound of formula I as claimed in claim 1 , wherein 

Rq is phenyl, wherein phenyl is mono-, di- or trisubstituted Independently of one 

another by R^, 
R^is 1. halogen, 

2. (Ci-C4)-alkyloxy-, wherein alkyloxy is unsubstituted or substituted by 
halogen or an amino group, or 

3. -(Ci-C4)-alkyl, wherein alkyi is unsubstituted or substituted by an amino 
group or halogen, 

Q and Q' are independently of one another identical or different and are 

a direct bond, -0-, -C(0)NR'°-, -NR'°C(0)-; -NR'°-S02-; or -S02-NR'°-; 
X is -(Ci-C3)-alkylen-, 
the substructure of formula III is 

phenyl, wherein phenyl is unsubstituted or mono-, di- or trisubstituted 
independently of one another by R^ , and 
D is carbon 

rMs 1 . halogen. 



2. -NOa, 

3. -CN, 

4. -NH2, 

5. (Ci-C4)-alkylamino-, wherein alkyi is unsubstituted or mono-, dl- or 
trisubstituted independently of one anotlier by R^^, 

6. -OH, 

7. -SO2-NH2, 

8. (CrC4)-alkyloxy-, wherein alky! is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R^^, 

9. (Ci-C4)-aikyl-, wherein alkyl is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R"*^, 

10. (Ci-C4)-alkylsulfonyl-, wherein alkyl is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R""^, 

1 1 . -C(0)-NR^'^R''^, wherein R^'^R^^ independently of one another are 
hydrogen atom or (Ci-C2)-alkyl-, 

12. R^^R^^N-, wherein R^^ and R^^ are as defined above, or 

13. -NR^R^ , 
R^^is 1. halogen, 

2. -CF3, 

3. -NH2, 

4. -OH, 

5. (Ci-C4)-alkyl- or 

6. (Ci-C4)-alkyloxy-, 
R10 is hydrogen atom, and 

V is a fragment of the fomiula lla, lib, No or lid as defined above, wherein 
L is a direct bond or (Ci-C2)-alkyien-, 

A is hydrogen atom, -C{0)-OH, -C(0)-0-(Ci-C4)-alkyl, -C(0)-NRV^ or 

-(Ci-C4)-alkyl, 

U is -NH2, methyl, -NH-C(0)-0-(Ci-C4)-alkyl or -NH-C(0)-0-(CH2)-phenyl, 
M is hydrogen atom or methyl, and 

R^ and R^ are independently of one another hydrogen atom or methyl. 
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(Amended) A compound of formula I as claimed in claim 1, wherein 

Ro is phenyl, wherein phenyl is disubstituted independently of one another by R^, 

R^is 1. halogen, 

2. (CrC2)-alkyloxy-, wherein alkyloxy is unsubstituted or substituted by 
an amino group, or 

3. -(Ci-C4)-alkyl, wherein alky! is unsubstituted or substituted by an amino 
group, 

Q and Q' are independently of one another identical or different and are 

a direct bond or -0-, 
X is -CH2-CH2-, 
the substructure of formula 111 is 

phenyl, wherein phenyl is unsubstituted or mono-, di- or trisubstituted 

independently of one another by R^ , and 

D is carbon, 

R^is 1. halogen, 

2. -OH, 

3. -NH2, 

4. -C(0)-NR^'^R^^ wherein R^'^R^^ independently of one another are 
hydrogen atom or (CrC2)-alkyl-, 

5. (Ci-C3)-alkyloxy-, wherein alkyi is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R''^, or 

6. (Ci-C3)-alkyl-, wherein alkyI is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R^^ 

R^^ is fluorine or chlorine, 
R10 is hydrogen atom, and 

V is a fragment of the formula lla, lib, lie or lid as defined above, wherein 
L is a direct bond or (CrC2)-alkylen-, 

A is hydrogen atom, -C(0)-OH, -C(0)-0-(CrC4)-alkyl, -CCO^NR'^R^ or 
-(Ci-C4)-alkyl, 

U is -NH2, methyl, -NH-C(0)-0-(CrC4)-alkyl or -NH-C(0)-0-{CH2)-phenyl, 
M is hydrogen atom, and 

R"^ and R^ are independently of one another hydrogen atom or methyl. 



-13- 



(Amended) A process for the preparation of a connpound of the fornnula I as claimed 

in at least one of claims 1 to 6, comprising 

a) linking a building block of the formula XI, 




in which Ro, Q, Q' and X, are as in claims 1 to 6, and R'^\ R^l", R"!'", R^"", are 

hydrogen atom or as R'' as defined in claims 1 to 6, but where in Ro, Q, R^" Q' and X 
functional groups can also be present in protected form or in the form of precursor 
groups, and Y is a nucleophilically substitutable leaving group or a hydroxy! group, 
is reacted with a fragment of the formula III j 

H-NR10-V (XII) I 
in which R10 and V are as defined in claims 1 to 6, but where in R10 and V functional 
groups can also be present in protected form or in the form of precursor groups, or 

b) by coupling of a fragment of the fornnula XIII with fragment XII, 

Ro-Q-X-Q'-W-C(0)-Y (XI II) 
in which Ro, Q, Q' and X, are as in claims 1 to 6, W is the substructure of formula III, 
but where in Ro. Q, Q*, W and X functional groups can also be present in protected 
form or in the form of precursor groups, and Y is a nucleophilically substituable 
leaving group or a hydroxyl group ! 
or a hydroxy group may be attached to a polystyrene resin. 

(Amended) A pharmaceutical preparation , comprising at least one compound of the 
formula I as claimed in at least one of claims 1 to 6 and/or its physiologically 
tolerable salts and a pharmaceutically acceptable carrier. 
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(Amended) A pharmaceutical composition comprising a compound of the formula I 
as claimed in at least one of claims 1 to 6 and/or their physiologically tolerable salts 
and/or their prodrugs for inhibition of factor Xa and/or factor Vila or for influencing 
blood coagulation or fibrinolysis. 

(Amended) A method of treating blood coagulation disorders, inflammatory 
response, fibrinolysis, cardiovascular disorders, thromboembolic diseases, 
restenoses, abnormal thrombus formation, acute myocardial infarction, unstable 
angina, acute vessel closure associated with thrombolytic therapy, 
thromboembolism, percutaneous, pathologic thrombus formation occuring in the 
veins of the lower extremities following abdominal, knee and hip surgery, 
transluminal coronary angioplasty, transient ischemic attacks, stroke a risk of 
pulmonary thromboembolism, certain viral infections or cancer, intravascular 
coagulatopathy ocurring in vascular systems during septic shock, coronary heart 
disease, myocardial infarction, angina pectoris, vascular restenosis, for example 
restenosis following angioplasty like PTCA, adult respiratory disstress syndrome, 
multi-organ failure, stroke and disseminated intravascular clotting disorder, 
thromboses like deep vein and proximal vein thrombosis which can occur following 
surgery comprising administration of the pharmaceutical composition of claim 9 to a 
host in need thereof. 

(Amended) A prodrug of the compound of the formula I as claimed in at least one of 
claims 1 to 6. 

(New) The (Ci-C6)-acyl prodrug according to claim 1 1 . 

(New) The (Ci-C6)-alkyloxycarbonyl prodrug according to claim 1 1 . 



-15- 



REMARKS 



Please enter these amended claims. Support for the amendment is found in 
claims as originally filed with the specification. No new matter is added. 

If there is any fee due in connection with the filing of this Preliminary 

Amendment, please charge the fee to our Deposit Account No. 06-0916. 

Respectfully submitted, 

FINNEGAN, HENDERSON, FARABOW, 
GARRETT & DUNNER, L.L.P. 

Dated: Decembers, 2001 By: 

Carol P. Einaudi 
Reg. No. 32,220 




-16- 



APPENDIX 



(Amended) A compound of the formula 



R„ — Q— X Q' 




(I) 



wherein 

Rois 



1. 



R^is 
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phenyl, wherein phenyl is unsubstituted or mono-, di- or 
trisubstltuted independently of one another by R^ or 
a mono- or bicyclic 5- to 10-membered heteroaryl containing one or 
two nitrogen atoms as ring heteroatoms, wherein heteroaryl is 
unsubstituted or mono-, di- or trisubstituted independently of one 
another by R^ , 
-NO2, 
halogen, 
-CN, 
-OH, 
-NH2, 

(CrCsValkyloxy-, wherein alkyloxy is unsubstituted or mono-, di- or 
trisubstituted independently of one another by halogen, amino 
group, hydroxy group or methoxy group, or 
7. -(Ci-C8)-alkyl, wherein alkyi is unsubstituted or mono-, di- or 
trisubstituted independently of one another by halogen, amino 
group, hydroxy group or methoxy group, 
Q and Q' are independently of one another identical or different and are 

a direct bond, -O- , -S- , -NR^°-, -C(0)NR^°-, -NR^^C(O)-, -S(0)-, -SO2-, 



1. 
2. 
3. 
4. 
5. 
6. 



-NR^^-S02-, "SO2-NR''- [Oder] or -C(0)-; 



10 



R is hydrogen atom or (CrC4)-alkyl-, 
Xis 1. a direct bond, 
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2. (CrC6)-[alkylen] alkvlene , wherein [alkylen] alkvlene is unsubstituted 
or mono-, di- or 

trisubstituted independently of one another by halogen, amino group 
or a hydroxy group, 

3. (C3-C6)-[cycloalkylen] cvcloalkvlene , wherein [cycloalkylen] 
cvcioaikvlene is unsubstituted or mono-, di- or trisubstituted independently of one 
another by halogen, amino group or a hydroxy group, 

provided that at least one of Q, X and Q' is not a direct bond, 

[D is an atom out of the group carbon, oxygen, sulfur and nitrogen,] 

the substructure of formula ill 




(III) 



is 1 . a mono- or bicyclic 5- to 10-membered carbocyclic aryl group, wherein said 
5- to 10-membered carbocyclic aryl group is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R\ 

2. phenyl, wherein phenyl is unsubstituted or mono-, di- or trisubstituted 
independently of one another by R\ 

3. a mono- or bicyclic 5-to 10-membered heterocyclic group (Het), containing 
one or more heteroatoms as ring heteroatoms, such as nitrogen, sulfur or 
oxygen, wherein said Het group is unsubstituted or mono-, di- or 
trisubstituted independently of one another by , or 

4. pyridyl, wherein pyridyl is unsubstituted or mono-, di- or trisubstituted 
independently of one another by R\ 

wherein D is carbon, oxygen, sulfur or nitrogen, 
rMs 1. halogen, 

2. -NO2, 

3. -CN, 
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4. R^^R^^N-, wherein R^^R^^ independently of one another are hydrogen 
atom, {CrC4)-alkyl- or {CrC6)-acyl-, 

5. (CrC8)-alkyiamjno-, wherein alkyi is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R^^, 

6. -OH, 

7. -SO2-NH2, 

8. (CrC8)-alkyloxy-, wherein alky! is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R^^, 

9. (C6-Ci4)-aryl, wherein aryl is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R^^, 

10. (CrC8)-alkyl-, wherein alkyI is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R^^, 

1 1 . hydroxyGarbonyl-(CrC8)-aikylureido-, wherein alkyi is unsubstituted or 
mono-, di- or trisubstituted independently of one another by R^^, 

12. (Ci-C8)-alkyloxycarbonyl-(CrC8)-alkylureido-, wherein alkyI is 
unsubstituted or mono-, di- or trisubstituted independently of one 
another by R"*^, 

13. (CrC8)-alkylsulfonyl-, wherein alkyI is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R^^, or 

14. -C(0)-NR^'^R^^ wherein R^'^R^^ independently of one another are 
hydrogen atom or (Ci-C4)-alkyl-, or 

two R^ residues bonded to adjacent ring carbon atoms together with the carbon 
atoms to which they are bonded form an aromatic ring condensed to the ring 
depicted in formula I, where the ring formed by the two R'' residues is unsubstituted i 
or mono-, di- or trisubstituted independently of one another by R^^, 
R'*'' and R''^ together with the nitrogen atom to which they are bonded form a 
saturated or unsaturated 5- to 6-membered monocyclic heterocyclic ring which in 
addition to the nitrogen atom carrying R^^ and R''^ can contain one or two identical or 
different ring heteroatoms chosen from oxygen, sulfur and nitrogen, and in which one 
or two of the ring carbon atoms can be substituted by 0x0 to form 
-C(0)- residue(s), 
R^^is 1. halogen, 
2. -NO2, 
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3. 


-CN, 


4. 


-OH, 


E 
9. 


^Ui-08;-aiKyi-, 


6. 


(CrC8)-alkyloxy-, 


7. 


-CFaor 


8. 


-NH2. 



V is a residue of the formulae Ha, lib, lie, lid, He or Ilf, 




u 



lie 




Ilf 



NH, 



wherein 

L is Is a direct bond or (Ci-C3)-alkyiene, wherein alkylene is unsubstituted or 
mono-, di- or trisubstituted independently of one another by A, 



A is 



1. 
2. 
3. 



4. 
5. 



hydrogen atom, 
-C(0)-OH, 

-C(0)-0-(Ci-C4)-alkyl, wherein alkyi is unsubstituted or mono-, di- or 
tri- substituted independently of one another by -OH, -NH2 or 
-(Ci-C4)-alkoxy, 
-C(0)-NR^R^ 

(Ci-C4)-alkyl-, wherein alkyI is unsubstituted or mono-, di- or 
trisubstituted independently of one another by -OH, -NH2 or 
-(Ci-C4)-alkoxy, 
-SO2-NH2 or 
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7. -SO2-CH3, 

U is -NH2, (CrC4)-alkyl-,-NH-C(0)"0-(CrC4)-alkyl or 

-NH-C(0)-0-(CrC4)-alkyl-aryl, 
M is jiydrogen atom, (CrCsValkyI- or -OH, 
R"^ and are independently of one another identical or different and are 

1. hydrogen atom, 

2. (Ci-Ci2)-alkyl-, wherein alkyi is unsubstituted or mono-, di- or trisubstituted 
independently of one another by R^^ as defined above, 

3. (C6-Ci4)-aryl-(CrC4)-alkyl-, wherein alky! and aryl are unsubstituted or 
mono-, di- or trisubstituted independently of one another by R^^ as defined 
above, 

4. (C6-Ci4)-aryl-, wherein aryl is unsubstituted or mono-, di- or trisubstituted 
independently of one another by R''^ as defined above, 

5. Het-, wherein Het- is unsubstituted or mono-, di- or trisubstituted 
independently of one another by R''^ as defined above, or 

6. Het-(CrC4)-alkyI-, wherein alky! and Het- are unsubstituted or mono-, di- 
or trisubstituted independently of one another by R''^ as defined above, or 

R"^ and R^ together with the nitrogen atom to which they are bonded form a 

saturated 3- to 8-membered monocyclic heterocyclic ring which in addition 
to the nitrogen atom carrying R"^ and R^ can contain one or two identical or 
different ring heteroatoms chosen from oxygen, sulfur and nitrogen; 

in all its stereoisomeric forms and mixtures thereof in any ratio, and its 

physiologically tolerable salts. 

(Amended) A compound of formula I as claimed in claim 1 , wherein 
Ro is phenyl, wherein phenyl is unsubstituted or mono-, di- or trisubstituted 
independently of one another by R^, or 

pyridyl, wherein pyridyl is unsubstituted or mono-, di- or trisubstituted 
independently of one another by R^, 
R^is 1. -NO2, 
2. halogen, 
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3. -CN, 

4. -OH, 

5. -NH2, 

6. (CrC4)-alkyloxy-, wherein alkyloxy is unsubstituted or mono-, di- or 
trisubstituted independently of one another by halogen, amino group, 
hydroxy group or methoxy group, or 

7. -(Ci-C4)-alkyl, wherein alky! is unsubstituted or mono-, di- or 
trisubstituted independently of one another by halogen, amino group, 
hydroxy group or methoxy group, 

Q, Q' , X, R\ R^^ and R^^ are as defined in claim 1, 
[D is an atom out of the group carbon and nitrogen,] 
the substructure of formula III is 

1 . phenyl, wherein phenyl is unsubstituted or mono-, di- or trisubstituted 
independently of one another by R\ or 

2. pyridyl, wherein pyridyl is unsubstituted or mono-, di- or trisubstituted 
independently of one another by R\ 



wherein D is carbon or nitrogen. 



R^^is 1. 


halogen, 


2. 


-NO2, 


3. 


-CN, 


4. 


-OH, 


5. 


(CrC4)-alkyl-, 


6. 


(CrC4)-alkyloxy-, 


7. 


-CFaor 


8. 


-NH2. 



R10 is hydrogen atom or methyl, 

V is a fragment of the formula lla, lib, lie, lid, lie or llf as defined above, wherein 
L, U, M, R"^ and R^ are as defined in claim 1, and 
A is 1. hydrogen atom, 

2. -C(0)-OH, 

3. -C(0)-0-(CrC4)-alkyl, wherein alkyi is unsubstituted or mono-, di- or 
tri- substituted independently of one another by -OH, -NH2 or 
-(Ci-C4)-alkoxy, 
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4. 



5. 



-C(0)-NR^R^ or 

(CrC4)-alkyl-, wherein alkyi is unsubstituted or mono-, di- or 
trisubstituted Independently of one another by -OH, -NH2 or 
-(CrC4)-alkoxy. 



3. (Annended) A compound of the formula I as claimed in [claims 1 or 2] claim 1 , 
wherein 

R° is phenyl, wherein phenyl is mono-, di- or trisubstituted independently of one 
another by R^, or 

pyridyl, wherein pyridyl is mono-, di- or trisubstituted independently of one 
another by R^, 
R^is 1. -NH2, 

2. halogen, 

3. -CN, 

4. -OH, 

5. (CrC4)-alkyloxy-, wherein alkyloxy is unsubstituted or substituted by 
an amino group, or 

6. -(Ci-C4)-alkyl, wherein alkyl is unsubstituted or substituted by an amino 



Q and Q' are independently of one another identical or different and are 

a direct bond, -0-, -C(0)NR'% -NR''C(0)-; -NR'^-SOa-; or -SOs-NR'^-; 
X is 1 . a direct bond or 

2, (Ci-C4Halkylen] alkvlene , wherein [alkylen] alkvlene is unsubstituted 
or mono-, di- or tri- 
substituted independently of one another by halogen, amino group or a 
hydroxy group, 
[D is an atom out of the group carbon and nitrogen,] 
the substructure of formula 111 is 

phenyl or pyridyl, wherein phenyl and pyridyl are unsubstituted or mono-, 
di- or trisubstituted independently of one another by R\ and 
D is carbon or nitrogen, 
R''is 1. halogen. 



group, 



2. 



-NO2, 
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3. -CN, 

4. -NH2 , 

5. (Ci-C4)-alkylamino-, wherein alkyi Is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R"*^, 

6. -OH, 

7. -SO2-NH2, 

8. (CrC4)-alkyloxy-, wherein alkyI Is unsubstituted or mono-, dl- or 
trisubstituted Independently of one another by 

9. (C6-Ci4)-aryl, wherein aryl is unsubstituted or mono-, di- or 
trisubstituted Independently of one another by R^^, 

10. (Ci-C4)-alkyl-, wherein alkyI is unsubstituted or mono- di- or 
trisubstituted Independently of one another by R^^, 

1 1 . (Ci-C4)-alkylsulfonyl-, wherein alkyI Is unsubstituted or mono-, dl- or 
trisubstituted independently of one another by R^^, 

1 2. -C(0)-NR^'*R^^, wherein R^'^R^^ independently of one another are 
hydrogen atom or (CrC4)-alkyl-, 

13. R^^R^^N-, wherein R^^ and R^^ are as defined above, or 

14. -NR^R^ , 
R^^ls 1. halogen, 

2. -NO2, 

3. -CN, 

4. -OH, 

5. (Ci-C4)-aikyl-, 

6. (Ci-C4)-alkyloxy-, 

7. -CFsor 

8. -NH2, 

R10 Is hydrogen atom or methyl, 

V is a fragment of the formula lla, lib, lie, lid. He or llf as defined above, wherein 
L is a direct bond or (CrC3)-alkylen-, 

A is hydrogen atom, -C(0)-OH, -C(0)-0-(Ci-C4)-alkyl, -C(0)-NR^R^ or 
(CrC4)-alkyl-, 

U Is -NH2, methyl, -NH-C(0)-0-(Ci-C4)-alkyl or -NH-C(0)-0-(CH2)-phenyl, 
M is hydrogen atom, (CrC3)-alkyl- or -OH, and 
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R"^ and are independently of one another hydrogen atom or (CrC4)-alkyl-. 

4. (Amended) A compound of formula I as claimed in [one or more of claims 1 to 3] 
claim 1 , wherein 

Ro is phenyl or pyridyl, wherein phenyl and pyridyl independently from one another 
are mono-, di- or trisubstituted independently of one another by R^, 

R^is 1. halogen, 

2. -CN, 

3. (CrC4)-alkyloxy-, wherein alkyloxy is unsubstituted or substituted by 
halogen or an amino group, or 

4. -{CrC4)-alkyl, wherein alkyi is unsubstituted or substituted by an amino 
group or halogen, 

Q and Q' are independently of one another identical or different and are 

a direct bond, -0-, -C(0)NR^°-. -NR^°C(0)-; -NR^^-SOa-; or -SOa-NR^^-; 

X is -(CrC3)-alkylen-, wherein alkylen is unsubstituted or mono-, di- or 

trisubstituted independently of one another by halogen, amino group or 
hydroxy group, 

[D is the atom carbon,] 

the substructure of formula II Ms 

phenyl, wherein phenyl is unsubstituted or mono-, di- or trisubstituted 
independently of one another by R^ , and 
D is carbon 

rMs 1 . halogen, 

2. -NO2, 

3. -CN, 

4. -NH2, 

5. (Ci-C4)-alkylamino-, wherein alkyI is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R''^, 

6. -OH, 

7. -SO2-NH2, 

8. (Ci-C4)-alkyloxy-, wherein alkyI is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R^^, 
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9. (C6-Ci4)-aryl, wherein aryl is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R^^, 

10. (CrC4)-alkyl-, wherein alkyl is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R'^^, 

1 1 . (CrC4)-alkylsulfonyl-, wherein alkyl is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R''^, 

12. -CCO^NR^'^R^^, wherein R^^R^^ independently of one another are 
hydrogen atom or (CrC4)-alkyl-, 

13. R^'^R^^N-, wherein R''^ and R''^ are as defined above, or 

14. -NRV, 
is 1. halogen, 

2. -CF3, 

3. -NH2, 

4. -OH, 

5. (Ci-C4)-alkyl- or 

6. (Ci-C4)-alkyloxy-, 
R10 is hydrogen atom, and 

V is a fragment of the formula lla, Mb, lie or lid as defined above, wherein 
L is a direct bond or (Ci-C2)-alkylen-, 

A is hydrogen atom, -C(0)-OH, -C(0)-0-(Ci-C4)-alkyl, -C(0)-NR^R^ or 
(CrC4)-alkyl, 

U is -NH2, methyl, -NH-C(0)-0-(Ci-C4)-alkyl or -NH-C(0)-0-(CH2)"-phenyl. 
M is hydrogen atom or (Ci-C3)-alkyl-, and 

R"^ and R^ are independently of one another hydrogen atom or methyl. 



5. (Amended) A compound of formula I as claimed in [one or more of claims 1 to 4] 
claim 1 , wherein 

Rq is phenyl, wherein phenyl is mono-, di- or trisubstituted independently of one 

another by R^, 
R^is 1. halogen, 
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2. (Ci-C4)-alkyloxy-, wherein alkyloxy is unsubstituted or substituted by 
halogen or an amino group, or 

3. -(CrC4)-alkyl, wherein alky! is unsubstituted or substituted by an amino 
group or halogen, 

Q and Q' are independently of one another identical or different and are 

a direct bond, -0-, -C(0)NR^°-, -NR^°C(0)-; -NR^°-S02-; or -SOz-NR^"-; 
X is -(CrCsl-alkylen- 
[D is the atom carbon,] 
the substructure of formula III is 

phenyl, wherein phenyl is unsubstituted or mono-, di- or trisubstituted 
independently of one another by R^ , and 
D is carbon 

R^is 1. halogen, 

2. -NO2, 

3. -CN, 

4. -NH2, 

5. (CrC4)-alkylamino-, wherein alkyi is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R^^, 

6. -OH, 

7. -SO2-NH2, 

8. (Ci-C4)-alkyloxy-, wherein alkyI is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R^^, 

9. (CrC4)-alkyl-, wherein alkyI is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R^^, 

10. (Ci-C4)-alkylsulfonyl-, wherein alkyI is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R^^, 

1 1 . -C(0)-NR^''R^^ wherein R^ independently of one another are 
hydrogen atom or (CrC2)-alkyl-, 

12. R^^R^^N-, wherein R^^ and R^^ are as defined above, or 

13. -NR^R^ 
R^^is 1. halogen, 

2. -CF3, 

3. -NH2, 
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4. -OH, 

5. (CrC4)-alkyl- or 

6. (CrC4)-alkyloxy-, 
Rio is hydrogen atom, and 

V is a fragnnent of the fomnula lla, lib, lie or lid as defined above, wherein 
L is a direct bond or (CrC2)-alkylen-, 

A is hydrogen atom, -C(0)-OH, -C(0)-0-(CrC4)-alkyl, -C(0)-NR'^R^ or 
-(CrC4)-alkyl, 

U Is -NH2, methyl, "NH-C(0)-0-(CrC4)-alkyl or -NH-C(0)-0-(CH2)-phenyl, 
M is hydrogen atom or methyl, and 

R"^ and R^ are independently of one another hydrogen atom or methyl. 
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6. (Amended) A compound of fomnula I as claimed in [one or more of claims 1 to 5] 
claim 1 , wherein 

Ro is phenyl, wherein phenyl is disubstituted independently of one another by R^, 
R^ is 1 . halogen, 

2. (CrC2)-alkyloxy-, wherein alkyloxy is unsubstituted or substituted by 
an amino group, or 

3, -(Ci-C4)-alkyl, wherein alkyi is unsubstituted or substituted by an amino 
group, 

Q and are independently of one another identical or different and are 

a direct bond or -0-, 
X is -CH2-CH2-, 
[D is the atom carbon,] 
the substructure of formula III is 

phenyl, wherein phenyl is unsubstituted or mono-, di- or trisubstituted 

independently of one another by R'' , and 

D is carbon, 

R^ is 1. halogen, 

2. -OH, 

3. -NH2, 
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4. -C(0)-NR^'*R^^ wherein R^^R^^ independently of one another are 
hydrogen atom or (CrC2)-alkyl-, 

5. (Ci-C3)-alkyloxy-, wherein alley! is unsubstituted or mono-, di- or 
trisubstituted independently of one another by R^^, or 

6. (CrC3)-alkyl-, wherein alkyi is unsubstituted or mono-, dl- or 
trisubstituted independently of one another by R^^, 

R^^ is fluorine or chlorine, 
Riois hydrogen atom, and 

V is a fragment of the formula lla, lib, lie or lid as defined above, wherein 
L is a direct bond or (Ci-C2)-alkylen-, 

A is hydrogen atom, -C(0)-OH, -C(0)-0-(Ci-C4)-alkyl, -C(0)-NR''R^ or 
-{Ci-C4)-alkyl, 

U is -NH2, methyl, -NH-C(0)-0-(Ci-C4)-alkyl or -NH-C(0)-0-(CH2)-phenyl, 
M is hydrogen atom, and 

R"* and R^ are independently of one another hydrogen atom or methyl. 

(Amended) A process for the preparation of a compound of the formula 1 as claimed 
in at least one of claims 1 to 6, [comprises] comprisina 
a) linking a building block of the formula XI, 



in which Ro, Q, Q' and X, are as in claims 1 to 6, and r1', rI", r1"', r1"", are 
hydrogen atom or as rI as defined in claims 1 to 6, but where in Ro, Q, R^ Q' and X 
functional groups can also be present in protected form or in the form of precursor 
groups, and Y is a nucleophilically [substituable] substitutable leaving group or a 
hydroxyl group, 

is reacted with a fragment of the formula III 




XI 



H-NR10-V (XII) 
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in which Rio and V are as defined in claims 1 to 6, but where in Rio and V functional 
groups can also be present in protected fonri or in the form of precursor groups, or 

b) by coupling of a fragment of the formula XIII with fragment XII, 

Ro-Q-X-Q'-W-C{0)-Y (XIII) 
in which Ro, Q, Q' and X, are as in claims 1 to 6, W is the substructure of formula III, 
but where in Ro, Q, Q\ W and X functional groups can also be present in protected 
form or in the form of precursor groups, and Y is a nucleophilically substituable 
leaving group or a hydroxyl group 
or a hydroxy group may be attached to a polystyrene resin. 

(Amended) A pharmaceutical preparation , comprising at least one compound of the 
fonmula I as claimed in at least one [or more] of claims 1 to 6 and/or its 
physiologically tolerable salts and a pharmaceutically acceptable carrier. 

(Amended) [The use of] A pharmaceutical composition comprising a compound of 
the formula I as claimed in at least one [or more] of claims 1 to 6 and/or their 
physiologically tolerable salts and/or their prodrugs [for the production of 
pharmaceuticals] for inhibition of factor Xa and/or factor Vila or for influencing blood 
coagulation or fibrinolysis. 

(Amended) A method of treating [The use as claimed In claim 9 for influencing] 
blood coagulation disorders , inflammatory response, fibrinolysis, cardiovascular 
disorders, thromboembolic diseases, restenoses, abnormal thrombus formation, 
acute myocardial infarction, unstable angina, acute vessel closure associated with 
thrombolytic therapy, thromboembolism, percutaneous, pathologic thrombus 
formation occuring in the veins of the lower extremities following abdominal, knee 
and hip surgery, transluminal coronary angioplasty, transient ischemic attacks, stroke 
a risk of pulmonary thromboembolism, certain viral infections or cancer, intravascular 
coagulatopathy ocurring in vascular systems during septic shock, coronary heart 
disease, myocardial infarction, angina pectoris, vascular restenosis, for example 
restenosis following angioplasty like PTCA, adult respiratory disstress syndrome, 
multi-organ failure, stroke and disseminated intravascular clotting disorder. 
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thromboses like deep vein and proximal vein thrombosis which can occur following 
surgery comprising administration of the Dharmaceutical composition of claim 9 to a 
host in need thereof. 



(Amended) A prodrug of the compound of the formula I as claimed in at least one of 
claims 1 to 6[, preferably a (Ci-C6)-acyl or (C-|-C6)-alkyloxycarbonyl prodrugs of the 
compound of the formula I as claimed in claims 1 to 6]. 
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